Introduction
Diabetes mellitus is one of the most common metabolic disorders in the world (1, 2) . More than 246 million people are diagnosed with diabetes worldwide (3) . The number of patients with this disease is predicted to reach over 366 million people in 2030 (4) . In recent years, increasing prevalence of diabetes mellitus as a chronic disease has prompted investigators to find ways to control it. Researchers are always looking for nonpharmacologic and nutritional approaches to improve the control of type 2 diabetes with a lower cost. In 1958, Mertz discovered that brewer's yeast has a potent effect on hypoglycemic role of insulin (5) .This discovery led to the isolation of Glucose Tolerance Factor (GTF) from brewer's yeast. Nowadays, in GTF-related studies, the yeast is used as an applicable matter (6). Brewer's yeast supplements or nutritional yeasts are dried and inactivated yeast cells called "Saccharomyces cerevisiae" which have lost their fermentation activity (7) . GTF facilitates binding of insulin to the target cells by creating a triple complex between GTF, insulin, and its receptors on target cell membranes. GTF not only potentially increases insulin effects, but also may reduce cholesterol and triglyceride levels (8) . Different results have been reported from various studies about effects of brewer's yeast on lipid profile. A study reported no significant changes in the levels of serum lipoproteins after supplementation with brewer's yeast (9) . Other studies showed beneficial effects of brewer's yeast on serum total cholesterol, triglyceride and HDL-c levels in comparison with chromium chloride (10, 11) . In a clinical trial in Iran, the authors observed significant reductions in triglyceride levels, total cholesterol and LDL-c and significant increased in HDL-c levels after supplementation with brewer's yeast (12) . Moreover, hypertension is one of the complications of type 2 diabetes mellitus, which will accelerate cardiovascular, and nephropathy complications in diabetes mellitus (13, 14) . Also high triglycerides and low HDL-c levels are among the complications of diabetes, so monitoring the rate of their changes is of special importance (15) . The current study is different in terms of sample size, research method, number of tablets, duration of intervention, and age of samples comparing with previous research studies. This study aimed to investigate the effect of brewer's yeast supplementation on blood pressure and serum lipoproteins in patients with type 2 diabetes.
Materials and Methods
Subjects: Among 1200 cases with type 2 diabetes mellitus referring to Diabetes Clinic of Dezful Ganjavian Hospital, 90 patients with type 2 diabetes were recruited by simple random sampling. Six participants were excluded, 4 of them due to irregular consumption of pills, one patient due to lack of willingness to continue collaboration, and one due to pregnancy. The subjects were asked not to make any changes in their diet, oral diabetes medications, blood pressure-lowering drugs, lipid lowering agents and their usual physical activity during the intervention. Weight, body mass index, systolic and diastolic blood pressure levels, fasting serum triglyceride, total cholesterol, LDL-c and HDL-c were measured before and after 12 weeks of intervention in both groups. Twenty-four hour dietary recall questionnaires were completed by a trained dietitian at baseline and at the twelfth week for both groups. In addition, the researchers followed up consumption of the pills regularly every 2 weeks by telephone. Furthermore, tablets were delivered to the subjects alternately in three stages (once per month) to better control and to ensure the correct and regular consumption of tablets by patients. Of all patients, informed consent was obtained. 
Nutrients intake
In terms of energy, macronutrients and micronutrients in the beginning and at the end of the intervention, study groups were not significantly different from each other (Independent t-test, Table 2 ). There were no significant differences within each group in terms of energy, macro-and micronutrients during the intervention (Paired ttest, Table 2 ).
Table2:
Energy, macronutrients and micronutrients in study groups before and after the intervention ‫٭‬ 
Blood pressure and Serum lipid profile
There were no significant differences for blood pressure and serum lipoproteins between two groups at baseline (Independent t-test, Table 3 ). After the intervention, systolic and diastolic blood pressures significantly decreased in the group taking brewer's yeast (P=0.007 and P=0.001 respectively, Paired t-test). After adjusting for baseline systolic and diastolic blood pressures, the final systolic and diastolic blood pressures were statistically significant between the groups (P=0.05 and P=0.03 respectively, ANCOVA, Table 3 ). Percents of changes for systolic and diastolic blood pressures during intervention in brewer's yeast group were significantly different from placebo group (P=0.02 and P= 0.002 respectively, Independent t-test, Fig. 1 ). Percent of changes in serum lipoproteins is shown in Fig. 2 . After the intervention, triglyceride, LDL-c and HDL-c levels were significantly reduced in-group taking brewer's yeast (P=0.002, P= 0.001 and P= 0.001 respectively, Paired t-test, Table 3 ). 
Discussion
In this study, taking 1800 mg of brewer's yeast per day reduced systolic and diastolic blood pressures in patients with type 2 diabetes. Dietary sodium, potassium, magnesium and calcium are among factors influencing blood pressure. According to Table 2 no changes can be seen in these micronutrients between the two study groups during the intervention. Thus, significant reduction in systolic and diastolic blood pressures can be due to supplementation with brewer's yeast. In a study conducted by Hata and colleagues, fermented milk containing the yeast Saccharomyces cerevisiae was given to 30 non-diabetic elderly subjects with hypertension. After 8 weeks, systolic and diastolic blood pressures were significantly reduced (16) . However this study was performed with a shorter time, its results, is confirmed by ours. In addition, Kanauchi and colleagues conducted an in vitro trial on spontaneous hypertensive rats as case and mild hypertensive rats as control group. Significant decrease in systolic blood pressure in spontaneous hypertensive rats was shown in this study (17) . Masuda in a study on the SHR rats observed that after feeding the rats with sour milk containing brewer's yeast and Lactobacillus helveticus, blood pressure decreased significantly (18) . There are different theories on the mechanism of brewer's yeast effects on blood pressure. Blood pressure lowering effects of brewer's yeast is attributed to its biological peptides, potassium, magnesium and calcium (17, 19) . It seems that the biological peptide named KRF814 is derived from hydrolysis of brewer's yeast by alkaline phosphatase. This biological peptide can reduce the activity of angiotensin-converting enzyme and thereby may decrease blood pressure (17) . We did not observe any adverse effect in patients receiving brewer's yeast. In the present study, despite significantly decreased triglyceride and LDL-c and significantly increased HDL-c in brewer's yeast consumers, no significant differences could be detected compared with placebo group at the end of the study. In explorations, which studied the effects of brewer's yeast on serum triglyceride in people with normal levels of triglyceride, no significant difference has been found (9, 10, 20) . Although, in studies on the effects of brewer's yeast on serum triglyceride in patients with hypertriglyceridemia, significant difference has been found (11, 12) . It seems that lack of significant changes in serum triglyceride levels may be due to their normal initial levels. In the case of brewer's yeast effects on serum cholesterol, several studies have been done, but no significant decreases observed in total cholesterol levels and neither did we (10, 12) . Related to brewer's yeast effects on LDL-c, other studies did not show any significant changes between the intervention groups. In present study, despite significant increases in HDL-c levels in-group receiving brewer's yeast, no significant differences between the two trial groups were observed. In studies conducted by Racek and colleagues and Wang and colleagues also, no significant change in HDL-c level of the subjects was obtained (9, 10) . In some studies, HDL-c increased significantly after consumption of brewer's yeast compared with controls. In comparison with ours, in mentioned studies, the subjects were older and were suffering from dyslipidemia (11, 14) . Among factors affecting serum lipoproteins, are intake of macronutrients, micronutrients and their ratios that in the above-mentioned studies, have not been well controlled. So it seems that one of the strengths of current study is controlling nutrient intake by statistical analyses. In a meta-analysis study, on brewer's yeast effects in patients with type 2 diabetes from 1996 to 2008 revealed that conflicting results in various studies were due to major limitations including: small size (7, 20) , short duration of intervention (21), non-randomized design (11) and different doses of supplementation (12, 21) . Therefore, it is suggested that these limitations must be eliminated in future clinical trials; also nutrients intake and correlation between biopeptides and blood pressure should take into the account (22) .
Conclusion
Supplementation with 1800 mg/day brewer's yeast in addition to usual treatments can have a modest beneficial effect on systolic and Diastolic blood pressure in patients with Type 2 diabetes.
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